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AB A kit and method for causing tissue death within a tissue site is 

disclosed. The kit includes a media with a light activated drug 
activatable upon exposure to a particular level of ultrasound energy. 
The kit also includes a catheter with a lumen coupled with a media 
' delivery port through which the light activated drug can be locally 
delivered to the tissue site. The ultrasound transducer is configured t 
transmit the level of ultrasound energy which activates the light 
activated drug with sufficient power that the ultrasound energy can 
penetrate the tissue site. 
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precursor-filled lipid microspheres comprising i a therapeutic are 
described. Methods for employing such microspheres in therapeutic 



delivery, applications are also provided. 



Targeted therapeutic delivery systems comprising gas- or gaseous 
precursor-filled liposomes having a drug encapsulated therein are 
preferred. Methods of and apparatus for preparing such liposomes and 
methods for employing such liposomes in therapeutic delivery 
applications are also disclosed. 
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Methods of and apparatus for preparing gas-filled microspheres are 
described. Gas-filled microspheres prepared by these methods are 
particularly useful, for example, in ultrasonic imaging applications and 
in therapeutic drug delivery systems. 
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AB The present invention relates to compositions comprising a 

biocompatible polymer with phosphorous linkages and a 
radiosensitizer, and methods of making and using the same. 
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AB Methods of and apparatus for preparing temperature activated gaseous 

precursor-filled liposomes are described. Gaseous precursor-filled 
liposomes prepared by these methods are particularly useful, for 
example, in ultrasonic imaging applications and in therapeutic drug 
delivery systems . 
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INDEXING IS AVAILABLE FOR THIS PATENT, 
Biodegradable polymers are described 



comprising the recurring monomeric 



units shown in formula I or II: 



##STR1## 



wherein X is — O — or — NR 1 --, where R 1 is H or alkyl; L is a branched 
or straight chain aliphatic group having from 1-20 carbon atoms; M.sub.l 
and M.sub.2 are each independently (1) a branched or straight chain 
aliphatic group having from 1-20 carbon atoms; or (2) a branched or 
straight chain, oxy-, carbcxy- or amino-aliphatic group having from 1-20 
carbon atoms; Y is — O — , — S-- or — NR 1 — , where E ! is H or alkyl; R is 
H, alkyl, alkoxy, aryl, aryloxy, heterocyclic or heterocycloxy ; the 
molar ratio of x:y is about 1; the molar ratio n: (x or y) is between 
about 200:1 and 1:200; and the molar ratio q:r is between about 1:99 and 
99:1; wherein said biodegradable polymer is 
biocompatible before and upon biodegradat. 

Processes for preparing the polymers, compositions containing the 
polymers and biologically active substances, articles useful for 
implantation or injection into the body fabricated from the 
compositions, and methods for controllably releasing biologically active 
substances using the polymers, are also described. 
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AB Methods of and apparatus for preparing temperature activated gaseous 

precursor- filled liposomes are described. Gaseous precursor-filled 
liposomes prepared by these methods are particularly useful, for 
example, in ultrasonic imaging applications and in therapeutic drug 
delivery systems. 

Gas, gaseous precursors and perf luorocarbons are 'presented as novel 
potentiators for ultrasonic hyper- thermia . The gas, gaseous precursors 
and perf luorocarbons which may be administered into the vasculature, 
interstitially or into any body cavity are designed to accumulate in 
cancerous and diseased tissues. When therapeutic ultrasonic 
energy is applied to the diseased region heating is increased because of 
the greater effectiveness of sound energy absorption caused by these 
agents . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to compositions of a biocompatible 

polymer and an antineoplastic taxane, and methods of using and 
making the same, for the treatment of malignant effusions. In 
certain embodiments, the polymer contains phosphorous 
linkages . 
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AB Therapeutic delivery systems comprising gaseous precursor-filled 

microspheres comprising a therapeutic are described. Methods for 
employing such microspheres in therapeutic delivery applications are 
also provided. Therapeutic delivery systems comprising gaseous 
precursor-filled liposomes having encapsulated therein a contrast agent 
or drug are preferred. Methods of and apparatus for preparing such 
liposomes and methods for employing such liposomes in therapeutic 
delivery applications are also disclosed. 
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INDEXING IS AVAILABLE FOR THIS PATENT. 
Biodegradable terephthalate polymers 



are described comprising the 



Apr 



recurring monomeric units shown in formula I : 



##STR1## 



wherein R is a divalent organic moiety; 

R 1 is an aliphatic, aromatic or heterocyclic residue; 



x is .gtoreq.l; and 



n is 0-5, 000, 

wherein the biodegradable polymer is biocompatible 

before and upon biodegradation . 

Processes for preparing the polymers, compositions containing the 
polymers and biologically active substances, articles useful for 
implantation or injection into the body fabricated from the 



compositions, and methods for controllably releasing biologically active 
substances using the polymers, are also described. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



AB 



A method for administering a therapeutically active component including 
a non-adioactive drug to a target tissue in a subject includes the steps 
of: (a) providing a brachytherapy seed having a size and shape suitable 
for passing through the bore of a needle having an interior diameter of 
less than about 2.7 millimeters (10 gauge); (b) providing a 
brachytherapy implantation instrument comprising at least one 
brachytherapy implantation needle having a bore having an interior 
diameter of less than about 2.7 millimeters (10 gauge), and being 
adapted to accept the brachytherapy seed into the bore of the at least 
one brachytherapy implantation needle and deliver the accepted 
implantation device into a target tissue; (c) introducing the 
brachytherapy seed into the bore of the at least one implantation needle 
of the brachytherapy implantation instrument; (d) introducing at least a 
portion of the at least one brachytherapy implantation needle into a 
target tissue in the subject; and (e) actuating the brachytherapy 
implantation instrument such that the brachytherapy seed is delivered 
through the bore of the brachytherapy implantation . needle into the 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A radiopaque brachytherapy seed for implantation into a subject includes 

a biocompatible component, a therapeutically active component 
including a non-radioactive drug, and a radiopaque ' marker . The 
biocompatible component is (a) physically associated with a 
therapeutically active component and (b) in contact with the radiopaque 
marker. The brachytherapy seed has a size and shape suitable for passing 
through the bore of a needle having an interior diameter of less than 
about 2.7 millimeters (10 gauge). 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Disclosed herein are therapeutic devices, compositions and methods for 
treating proliferative diseases. For example, within one aspect 
of the invention therapeutic devices are provided, comprising a device 
that locally administers radiation and a cell-cycle inhibitor 
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biodegradable polymer is biocompatible before and 
upon biodegradat. 

Processes for preparing the polymers, compositions containing the 
polymers and biologically active substances, articles useful for 
implantation or injection into the body fabricated from the 
compositions, and methods for controllably releasing biologically active 
substances using the polymers, are also described. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods of and apparatus for preparing temperature activated gaseous 

precursor-filled liposomes are described. Gaseous precursor- filled 
liposomes prepared by these methods are particularly useful, for 
example, in ultrasonic imaging applications and in therapeutic drug 



delivery systems. 
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described. Gas-filled liposomes prepared by these methods are 
particularly useful, for example, in ultrasonic imaging applications and 
in therapeutic drug delivery systems. 
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CAS INDEXING IS. AVAILABLE FOR THIS PATENT. 

AB This invention provides therapeutic and diagnostic imaging compositions 

and methods featuring a polymer comprising units containing a 
poly (alkylene oxide) moiety linked to the residue of a chelating agent, 
said polymer having a cytotoxic agent associated therewith. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods of and apparatus for preparing temperature activated gaseous 

precursor-filled liposomes are described. Gaseous precursor-filled 
liposomes prepared by these methods are particularly useful, for 
example, in ultrasonic imaging applications and in therapeutic drug 
delivery systems. 
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described. Gas-filled liposomes prepared by these methods are 
particularly useful, for example, in ultrasonic imaging applications and 
in therapeutic drug delivery systems. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods of and apparatus for preparing temperature activated gaseous 

precursor-filled liposomes are described. Gaseous precursor-filled 
liposomes prepared by these methods are particularly useful, for 
example, in ultrasonic imaging applications and in therapeutic drug 
delivery systems. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Therapeutic delivery systems comprising gaseous precursor-filled 

microspheres comprising a therapeutic are described. Methods for 
employing such microspheres in therapeutic delivery applications are 
also provided. Therapeutic delivery systems comprising gaseous 
precursor-filled liposomes having encapsulated therein a contrast agent 
or drug are preferred. Methods of and apparatus for preparing such 
liposomes and methods for employing such liposomes in therapeutic 
delivery applications are also disclosed. 
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L3 ANSWER 25 OF 2E 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE(S): 



US PAT FULL 

95:104855 US PAT FULL 

Methods of preparing gas-filled liposomes 

Unger, Evan C, Tucson, AZ, United States 

Fritz, Thomas A., Tucson, AZ, United States 

Matsunaga, Terry, Tucson, AZ, United States 

Ramaswami, VaradaRajan, Tucson, AZ, United States 

Yellowhair, David, Tucson, AZ, United States 

Wu, Guanli, Tucson, AZ, United States 

ImaR.sub.x Pharmaceutical Corp., Tucson, AZ, United 

States (U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN, INFO. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 



US 5469854 19951128 

US 1993-76239 19930611 (8) 

Continuation-in-part of Ser. No. US 1991-717084, filed 
on 18 Jun 1991, now patented, Pat. No. US 5228446 And 
Ser. No. US 1991-716899, filed on 19 Jun 1991, now 
abandoned , each which is a continuation-in-part of 
Ser. No. US 1990-569828, filed on 20 Aug 1990, now 
patented, Pat. No. US 5088499 which is a 
continuation-in-part of Ser. No. US 1989-455707, filed 
on 22 Dec 1989, now abandoned 
Utility 
Granted 

Jaworski, Francis . 

Woodcock Washburn Kurtz Mackiewicz & Norris 

19 

1 

12 Drawing Figure (s); 10 Drawing Page(s) 



LINE COUNT: 2090 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods of and apparatus for preparing gas-filled liposomes are 

described. Gas-filled liposomes prepared by these methods are 
particularly useful, for example, in ultrasonic imaging applications and 
in therapeutic drug delivery systems. 
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wherein R is a divalent organic moiety; 
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Processes for preparing the polymers, compositions containing the 
polymers and .biologically active substances, articles useful for 
implantation or injection into the body fabricated from the 
compositions, and methods for controllably releasing biologically active 
substances using the polymers, are also described. 
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AB The title compns. comprise: (A) a P-contg. and DL-lactide-based polymer, 
and (B) .gtoreq.5% one or more radiosensitizer(s) , wherein a single dose 
of the compns. provides extended release of B over .gtoreq.l day and the 
compns. are effective to inhibit the growth of neoplasm upon: (1) 
contacting (or at least partial contact) with the neoplasm or tissue 
surrounding the neoplasm and (2) subsequent treatment with electromagnetic 
radiation. Thus, melt-polymg. 28.5 g D,L-lactide and 1.5 g 
1,2-propanediol at 135. degree, for 16 h gave a polyester prepolymer, which 
was added with 2.5 mL dichlorophosphate in 25 mL chloroform in the 
presence of 6.9 mL triethylamine and 1.21 g DMAP dropwise at 4. degree, for 
40 min and further reacted for a h then under reflux for 38 h to give an A 
after the workup, 5.0 g ot which was prepd. to give a 15% soln. of CH2C12 
and mixed homogeneously with 5.0 g IUdR with necessary tech. to give a 
title compn. showing claimed properties. 
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RL: IMF (Industrial manufacture); PEP (Physical, engineering or chemical 
process); PYP (Physical process); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); PROC (Process); USES (Uses) 
(prepns. of biocompatible polyester compns. useful for 
radiosensitizers controlled-release for neoplasm treatment) 
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US 2002172717 Al 20021121 US 2001-972725 20011005 

PRIORITY APPLN. INFO. : US 2000-238505P P 20001006 

WO 2001-US31739 W 20011005 
AB The present invention features methods of administering a therapeutic 
agent to a patient's lymph nodes by instillation of microparticles or 
nanoparticles comprising a biocompatible polymer and the therapeutic agent 
into the patient's bladder. The invention also features methods of 
modulating a patient's immune response and methods of systemic delivery of 
a therapeutic agent systematically using the administration methods of the 
invention. Microspheres of biocompatible poly(D,L-lactide-co-Et 
phosphate) contg. LacZ DNA were prepd. with encapsulation efficiency of 
96% and loading level of 2.0%. Delivery of the microspheres to mice 
bladder was studied. 
IT 335114-71-1 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(systemic delivery of compds. through non-invasive bladder 
administration) 
RN 335114-71-1 HCAPLUS 

CN Phosphoric acid, monoethyl ester, polymer with 3,6-dimethyl-l,4-dioxane- 
2,5-dione (9CI) (CA INDEX NAME) 

CM 1 

CRN 1623-14-9 
CMF C2 H7 04 P 



0 

1 1 V 
HO- P- 0- CH2-CH3 

OH 



CM 2 

CRN 95-96-5 
CMF C6 H8 04 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S): 
PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1993:261012 HCAPLUS 
118:261012 

Biocompatible and biodegradable poly 

(phosphoester-urethane) 

Leong, Kam W. 

Johns Hopkins University, USA 

U.S., 14 pp. 

CODEN: USXXAM 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



US 1991-744291 
WO 1992-US6810 



19910813 
19920813 



US 5176907 A 19930105 

WO 9303739 Al 19930304 

W: CA, JP 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, SE 
PRIORITY APPLN. INFO.: US 1991-744291 19910813 

AB The title polymers are prepd. for use as drug delivery devices and 

implants. Thus, 5-fluororouracil (I), 1,1,1,3,3,3,-hexamethyldisilazane 

was refluxed in the presence of ammonium sulfate to obtain 

2,4-bis-o-trimethylsilyl-5-fluorouracil , which was conjugated to 

MDI-bis(2-hydroxyethyl)phosphite-PEG copolymer. The sustained-release of 

I from the polymer was obsd. for 30 days. 
IT 147737-96-0DP, conjugates with (trimethylsilyl)fluorouracil 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 

study); PREP (Preparation); USES (Uses) 
(prepn. of, for drug delivery) 
RN 147737-96-0 HCAPLUS 
IT 52678-03-2P 147737-92-6P 147737-93-7P 

147737-94-8P 147737-95-9P 147737-96-OP 

147737-97-1P 147737-98-2P 147737-99-3P 

148435-09-OP 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(prepn. of, for drug delivery device and implants) 
RN 52678-03-2 HCAPLUS 

CN Phosphonic acid, bis(2-hydroxyethyl) ester, polymer with 
1,3-diisocyanatomethyl benzene (9CI) (CA INDEX NAME) 

CM 1 



CRN 26471-62-5 
CMF C9 H6 N2 02 
CCI IDS 
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OCN. 



NCO 



Dl-Me 



CM 



CRN 16892-10-7 
CMF C4 Hll 05 P 



HO- CH2- CH2- 0- PH- 0- CH2~ CH2~ OH 



RN 147737-92-6 HCAPLUS 

CN Phosphonic acid, bisC2-hydroxyethyl) ester, polymer with 
.alpha. -hydro- .omega. -hydroxypoly(oxy-l,2-ethanediyl) and 
1,1' -methyl enebi s [4-isocyanatobenzene] (9CI) (CA INDEX NAME) 

CM 1 

CRN 25322-68-3 

CMF (C2 H4 0)n H2 0 

CCI PMS 



H0- 



CH2-CH2-O- 



CM 2 

CRN 16892-10-7 
CMF C4 Hll 05 P 



HO- CH2- CH2- 0- PH- 0- CH2~ CH2~ OH 



CM 3 



CRN 101-68-8 

CMF C15 H10 N2 02 
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JCr CH2 XX 

OCN ^NCO 
RN 147737-93-7 HCAPLUS 

CN Phosphonic acid, bis(2-hydroxyethyl) ester, polymer with 

1 , 2-di i socyanatomethyl benzene and . al pha . -hydro- . omega . -hyd roxypol y (oxy- 
1,2-ethanediyl) (9CI) CCA INDEX NAME) 

CM 1 

CRN 26471-62-5 

CMF C9 H6 N2 02 

CCI IDS 



OCN^ ^ / NCO 




Dl-Me 



CM 



CRN 25322-68-3 

CMF (C2 H4 0)n H2 0 

CCI PMS 



H0- 



CH2-CH2-O- 



CM 3 

CRN 16892-10-7 
CMF C4 Hll 05 P 



0 

il 

HO- CH2- CH2- 0- PH- 0- CH2- CH2- OH 
RN 147737-94-8 HCAPLUS 

CN Phosphonic acid, bis(2-hydroxyethyl) ester, polymer with 

1 , 3-di i socyanatomethyl benzene and 4,4'- (1-methyl ethyl i dene) bi s [phenol ] 
(9CI) (CA INDEX NAME) 

CM 1 
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CRN 26471-62-5 
CMF C9 H6 N2 02 
CCI IDS 




Dl-Me 
CM 2 

CRN 16892-10-7 
CMF C4 Hll 05 P 

0 

II 

HO- CH2~ CH2- 0- PH- 0- CH2~ CH2" OH 
CM 3 

CRN 80-05-7 
CMF C15 H16 02 




RN 147737-95-9 HCAPLUS 

CN Phosphonic acid, bis(2-hydroxyethyl) ester, polymer with 

1. 3- diisocyanatomethyl benzene and .alpha. -hydro- .omega. -hydroxypoly(oxy- 

1.4- butanediyl) (9CI) (CA INDEX NAME) 

CM 1 

CRN 26471-62-5 

CMF C9 H6 N2 02 

CCI IDS 




Dl- Me 
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CM 



2 



CRN 25190-06-1 

CMF (C4 H8 0)n H2 0 

CCI PMS 



HO 



(CH 2 )4-0- 



H 



n 



CM 



CRN 
CMF 



16892-10-7 
C4 Hll 05 P 



0 



it 



HO- CH2- CH2- 0- PH- 0- CH2~ CH2~ OH 



RN 147737-96-0 HCAPLUS 
RN 147737-97-1 HCAPLUS 

CN Phosphonic acid, bis(2-hydroxyethyl) ester, polymer with 

1,1' -methyl enebis[4-isocyanatobenzene] (9CI) (CA INDEX NAME) 

CM 1 

CRN 16892-10-7 
CMF C4 Hll 05 P 



RN 147737-98-2 HCAPLUS 

CN Hexanoic acid, 2,6-diisocyanato-, methyl ester, polymer with 
1,4-benzenedimethanol , bis(2-hydroxyethyl) phosphonate and 
.alpha. -hydro- .omega. -hydroxypoly (oxy-1, 2-ethanediyl) (9CI) (CA INDEX 
NAME) 



HO- CH2- CH2" 0- PH- 0- CH2~ CH 2 - OH 



CM 



2 



CRN 
CMF 



101-68-8 

C15 H10 N2 02 
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CM 



1 



CRN 25322-68-3 

CMF (C2 H4 0)n H2 0 

CCI PMS 



HO 



CH2-CH2-O- 



H 



_ n 



CM 



2 



CRN 
CMF 



16892-10-7 
C4 Hll 05 P 



HO- CH2- CH2" 0- PH- 0- CH2~ CH2~ OH 
CM 3 

CRN 4254-76-6 
CMF CIO H14 N2 04 

0 NCO 
EtO-C-CH- (CH2)4-NC0 

CM 4 

CRN 589-29-7 
CMF C8 H10 02 



H0-CH2 



RN 147737-99-3 HCAPLUS 

CN Hexanoic acid, 2,6-diisocyanato-, methyl ester, polymer with 
1,4-benzenedimethanol , bis(2-hydroxyethy1) phosphonate and 
. al pha . -hyd ro- . omega , -hyd roxypol y (oxy-1 , 4-butanedi yl ) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 25190-06-1 

CMF (C4 H8 0)n H2 0 
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HO 



(CH 2 )4-0 



H 



CM 



2 



CRN 
CMF 



16892-10-7 
C4 Hll 05 P 



HO- CH2~ CH2~ 0- PH- 0- CH2~ CH2~ OH 



CM 3 

CRN 4254-76-6 
CMF CIO H14 N2 04 



0 NCO 

li i 

EtO- C- CH- CCH2) 4~ NCO 



CM 4 

CRN 589-29-7 
CMF C8 H10 02 



H0-CH2 



RN 148435-09-0 HCAPLUS 

CN Phosphonic acid, bis(2-hydroxyethyl) esten polymer with 

1 , 3-di i socyanatomethyl benzene , . al pha . -hyd ro- . omega . -hyd roxypol y (oxy-1 , 2 - 
ethanediyl) and 4,4'-(l-methylethylidene)bis[phenol] (9CI) (CA INDEX 
. NAME) 

CM 1 

CRN 26471-62-5 

CMF C9 H6 N2 02 

CCI IDS 
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OCN 




NCO 



Dl- Me 



CM 2 



CRN 25322-68-3 

CMF (C2 H4 0)n H2 0 

CCI PMS 



HO- 



-CH2-CH2-O- 



CM 3 

CRN 16892-10-7 
CMF C4 Hll 05 P 



HO- CH2- CH2- 0- PH- 0- CH2~ CH2~ OH 



CM 4 

CRN 80-05-7 
CMF C15 H16 02 



HO. 



Me 




OH 



=> d ind 147 3 
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Section cross-reference(s) : 35, 38 
ST biodegradable polyphosphoester urethane implant; fluorouracil phosphoester 
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urethane polymer sustained release 
IT Therapeutics 

(chemo-, conjugates, with phosphopolyurethanes, for drug delivery) 
IT Agglutinins and Lectins 

RL: BIOL (Biological study) 

(conjugates, with phosphopolyurethanes) 
IT Pharmaceutical dosage forms 

(implants, sustained-release, 
phosphopolyurethane conjugates with drugs in) 
IT Urethane polymers, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(polyester-, phosphorus-contg . , drug delivery device and implants from) 

IT Pharmaceuticals^ ~ 

j^7 ~~^("radio- , conjug_j___ts_,_wi:th^ 
IT Pharmaceutical dosage forms 

(sustained- release, phosphopolyurethane conjugates 
with drugs in) 

IT 4254-76-6DP, polymer with bis(hydroxyethyl) phosphite, dimethylolbenzene, 
and polycaprolactone 16892-10-7DP, Bis(2-hydroxyethyl)phosphite, polymer 
with dimethylolbenzene, ethyl diisocyanatohexanoate, and polycaprolactone 
diol 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and polymn. of) 
IT 32315-10-9P, Triphosgene 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and reaction of, with bis(trimethylsilyl)lysine) 
IT 4117-33-3P, Lysine ethyl ester 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and reaction of, with hexamethyldisilazane) 
IT 147960-66-5P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. and reaction of, with triphosgene) 
IT 17242-85-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of, for conjugation to polymers) 

IT 59-05-2DP, Methotrexate, conjugates with phosphopolyurethanes 
147737-96-ODP, conjugates with (trimethylsilyl)fluorouracil 
RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 
(prepn. of, for drug delivery) 

IT 589-29-7DP, polymer with bis(hydroxyethyl) phosphite, ethyl 

diisocyanatohexanoate, and polycaprolactone diol 4254-76-6DP, polymer 
with bis(hydroxyethyl) phosphite, dimethylolbenzene, and polycaprolactone 
diol 16892-10-7DP, polymer with dimethylolbenzene, ethyl 
diisocyanatohexanoate, and polycaprolactone diol 17242-85-2DP, 
conjugates with phosphopolyurethanes 25248-42-4DP, diol derivs., polymer 
with bis(hydroxyethyl) phosphite, dimethylolbenzene, and ethyl 
diisocyanatohexanoate 52678-03-2P 147737-92-6P 
147737-93-7P 147737-94-8P 147737-95-9P 
147737-96-0P 147737-97-1P 147737-98-2P 
147737-99-3P 148435-09-OP 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(prepn. of, for drug delivery device and implants) 
IT 107-21-1, 1,2-Ethanediol , reactions 
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RL: RCT (Reactant) ; RACT (Reactant or reagent) 
(reaction of, with di-Et phosphite) 
IT 762-04-9, Diethylphosphite 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with ethylene glycol) 
IT 999-97-3, 1, 1, 1, 3 , 3 , 3 , -Hexamethyldisilazane 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with fluorouracil) 
IT 51-21-8, 5-Fluorouracil 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with hexamethyldisilazane) 
IT 7719-09-7, Thionyl chloride 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with lysine) 
IT 657-27-2, Lysine monohydrochloride 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with thionyl chloride) 
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=> d his 11-19 

(FILE 'HOME' ENTERED AT 14:32:04 ON 22 APR 2003) 

FILE 'HCAPLUS' ENTERED AT 14:32:13 ON 22 APR 2003 
LI 75 S DANG W?/AU 

L2 424 S LEONG K?/AU 

L3 9927 S WILLIAMS J?/AU 

L4 10416 S Ll-3 

L5 10 S L4 AND RADIOSENS? 

L6 1 S L5 AND PATENT/DT ^ \ |?*(wf 

SELECT RN L6 1 



FILE 'REGISTRY 1 ENTERED AT 14:36:36 ON 22 APR 2003 
10 S El- 10 \0 < 
L8 9 S L7 AND P/ELS 



14:36:36 ON 22 APR 2003 f 



U 10 S El- 10 \0 frtfv*> ^(^^^ hry fr( s 



FILE 'HCAPLUS' ENTERED AT 14:37:19 ON 22 APR 2003 

1 S L7 AND L6 \ , ; • , , i A , J , 
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=> d ibib abs hitstr ind 



L9 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2003 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR(S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:293487 HCAPLUS 
136:330551 

Synthesis of biocompatible polymeric compositions 

useful for radiosensitizers 

control led-rel ease for neoplasm treatment 

Dang, Wenbin; Leong, Kam W. ; 

Williams, 3. A. 

Guilford Pharmaceuticals, Inc., USA; Johns Hopkins 

University School of Medicine 

PCT Int. Appl . , 148 pp. 

C0DEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 2002030472 
WO 2002030472 
W: AE, 
CO, 
GM, 



A2 
A3 



AG, AL, 
CR, CU, 



AM, 
CZ, 



20020418 
20021010 

AT, AU, 

DE, 



APPLICATION NO. DATE 



WO 2001-US31817 20011012 



RW: 



LS, 
PT, 
US, 
GH, 
DE, 
BJ, 



HU, 
LU, 
RU, 

UZ, VN, YU, 
GM, KE, LS, 
ES, 



HR, 
LT, 
RO, 



ID, IL, 
LV, MA, 



SD, 



DK, 
CF, 



FI, 



SE, 
ZA, 
MW, 
FR, 



DK, 
IN, 
MD, 
SG, 
ZW, 
MZ, 



AU 2002015333 
US 2002198135 



CG, CI, CM, GA, 
A5 20020422 
Al 20021226 



AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


CB, 


GD, 


GE, 


GH, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PH, 


PL, 


SI, 


SK, 


SL, 


T3, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




SD, 


SL, 


sz, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


CR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 





PRIORITY APPLN. INFO. : 



AU 2002-15333 20011012 

US 2001-976283 20011012 

US 2000-239807P P 20001012 

WO 2001-US31817 W 20011012 



AB The title compns. comprise: (A) a P-contg. and DL-lacti de-based polymer, 
and (B) . gtoreq.5% one or more radiosensitizer(s) , wherein a 
single dose of the compns. provides extended release of B over .gtoreq.l 
day and the compns. are effective to inhibit the growth of neoplasm upon: 
(1) contacting Cor at least partial contact) with the neoplasm or tissue 
surrounding the neoplasm and (2) subsequent treatment with electromagnetic 
radiation. Thus, melt-polymg. 28.5 g D,L-lactide and 1.5 g 
1,2-propanediol at 135. degree, for 16 h gave a polyester prepolymer, which 
was added with 2.5 mL dichlorophosphate in 25 mL chloroform in the 
presence of 6.9 mL triethyl amine and 1.21 g DMAP dropwise at 4. degree, for 
40 min and further reacted for a h then under reflux for 38 h to give an A 
after the workup, 5.0 g of which was prepd. to give a 15% soln. of CH2C12 
and mixed homogeneously with 5.0 g IUdR with necessary tech. to give a 
title compn. showing claimed properties. 

IT 263352-40-SP 284667-34-1P 299188-10-6P 
391277-29-5P 391277-30-8P 391277-31-9P 
412955-93-2P 412955-94-3P 412955-96-5P 

RL: IMF (Industrial manufacture); PEP (Physical, engineering or chemical 
process); PYP (Physical process); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); PROC (Process); USES (Uses) 
(prepns. of biocompatible polyester compns. useful for 
radiosensitizers control led-rel ease for neoplasm treatment) 
RN 263352-40-5 HCAPLUS 

CN 1, 4-Benzenedicarboxylic acid, bis(2-hydroxyethyl) ester, polymer with 
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1,4-benzenedicarbonyl dichloride and ethyl phosphonic dichloride (9CI) CCA 
INDEX NAME) 

CM 1 

CRN 1066-50-8 
CMF C2 H5 C12 0 P 

0 

II 

CI- P- Et 
CI 



CM 2 

CRN 959-26-2 
CMF C12 H14 06 



HO-CH2-CH2-O-C 
0 




C- 0- CH2-CH2-OH 



CM 3 

CRN 100-20-9 
CMF C8 H4 CI 2 02 




RN 284667-34-1 HCAPLUS 

CN Phosphorodichloridic acid, ethyl ester, polymer with 3,6-dimethyl-l, 4- 
dioxane-2,5-dione and 1,2-propanediol (9CI) (CA INDEX NAME) 

CM 1 

CRN 1498-51-7 

CMF C2 H5 CI 2 02 P 



Searched by Susan Hanley 305-4053 



Page 2 



AZPURU 09/976,283 



0 



Cl-P-OEt 



CM 



2 



CRN 
CMF 



95-96-5 
C6 H8 04 




0 

CM 3 

CRN 57-55-6 

CMF C3 H8 02 

OH 

H3C-CH- CH2-OH 

RN 299188-10-6 HCAPLUS 

CN Phosphorodichloridic acid, ethyl ester, polymer with 3,6-dimethyl-l,4- 
dioxane-2,5-dione and 1,2-ethanediol (9CI) (CA INDEX NAME) 

CM 1 

CRN 1498-51-7 

CMF C2 H5 CI 2 02 P 



0 



Cl-P-OEt 



CM 



2 



CRN 107-21-1 
CMF C2 H6 02 
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HO- CH2-CH2-OH 



CM 



3 



CRN 95-96-5 
CMF C6 H8 04 



0 



Me, 




Me 



RN 391277-29-5 HCAPLUS 

CN Phosphorodichloridic acid, ethyl ester, polymer with 3,6-dimethyl-l,4- 
dioxane-2,5-dione and 1,6-hexanediol (9CI) (CA INDEX NAME) 

CM 1 

CRN 1498-51-7 

CMF C2 H5 CI 2 02 P 



CM 2 

CRN 629-11-8 

CMF C6 H14 02 

HO- (CH2)6-OH 

CM 3 

CRN 95-96-5 

CMF C6 H8 04 



0 



Cl-P-OEt 
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0 



Me, 




Me 



RN 391277-30-8 HCAPLUS 

CN Phosphorodichloridic acid, ethyl ester, polymer with 3,6-dimethyl-l,4- 
dioxane-2 , 5-dione, l,4-dioxane-2 , 5-dione and 1, 2-propanediol (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 1498-51-7 

CMF C2 H5 CI 2 02 P 



0 

II 

Cl-P-OEt 
CI 



CM 2 

CRN 502-97-6 
CMF C4 H4 04 




CM 



3 



CRN 
CMF 



95-96-5 
C6 H8 04 



0 




Me 



0 



CM 



4 



Searched by Susan Hanley 305-4053 



Page 5 



AZPURU 09/976,283 



CRN 57-55-6 
CMF C3 H8 02 

OH 

I 

H3C-CH- CH2-0H 

RN 391277-31-9 HCAPLUS 

CN Phosphorodichloridic acid, hexyl ester, polymer with 3,6-dimethyl-l,4 
dioxane-2,5-dione and 1,2-propanediol (9CI) (CA INDEX NAME) 

CM 1 

CRN 53121-39-4 

CMF C6 H13 CI 2 02 P 

0 

Cl-P-0- (CH2)5-Me 
CI 

CM 2 

CRN 95-96-5 

CMF C6 H8 04 



0 

CM 3 

CRN 57-55-6 

CMF C3 H8 02 

OH 

H3C- CH- CH2-OH 

RN 412955-93-2 HCAPLUS 

CN Phosphonic dichloride, ethyl-, polymer with 3,6-dimethyl-l,4-dioxane- 
dione and 1,2-propanediol (9CI) (CA INDEX NAME) 



0 




CM 



1 
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CRN 1066-50-8 
CMF C2 H5 C12 0 P 



0 

li 

Cl-P- Et 



CI 



CM 



CRN 95-96-5 
CMF C6 H8 04 



Me, 




Me 



0 

CM 3 

CRN 57-55-6 

CMF C3 H8 02 

OH 

I 

H3C- CH- CH2-0H 

RN 412955-94-3 HCAPLUS 

CN Phosphonic dichloride, hexyl-, polymer with 1,4-cyclohexanedimethanol 
(9CI) (CA INDEX NAME) 

CM 1 

CRN 928-64-3 

CMF C6 H13 CI 2 0 P 

0 

II 

Cl-P- (CH2)5~Me 



CI 



CM 



2 



CRN 105-08-8 



Searched by Susan Hanley 305-4053 



Page 7 



AZPURU 09/976,283 



CMF C8 H16 02 



H0-CH2 




CH2-0H 



RN 412955-96-5 HCAPLUS 

CN 1,4-Benzenedicarboxylic acid, bis(2-hydroxyethyl) ester, polymer with 
ethylphosphonic dichloride (9CI) (CA INDEX NAME) 

CM 1 

CRN 1066-50-8 
CMF C2 H5 CI 2 0 P 



Cl-P-Et 

I 

CI 



CM 2 

CRN 959-26-2 
CMF C12 H14 06 



0 

II 

C- 0- CH2- CH2- OH 

HO-CH2-CH2-O-C 
0 

IT 54-42-2, IUdR 

RL: PEP (Physical, engineering or chemical process); PRP (Properties); PYP 
(Physical process); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(radiosensitizer ; prepns. of biocompatible polyester compns. 

useful for radiosensitizers controlled-release for neoplasm 

treatment) 
RN 54-42-2 HCAPLUS 

CN Uridine, 2 , -deoxy-5-iodo- (6CI, 7CI, 8CI, 9CI) (CA INDEX NAME) 
Absolute stereochemistry. Rotation (+) . 
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OH 




I 



IC KM A61K051-00 

CC 63-6 (Pharmaceuticals) 

Section cross-reference(s) : 35 
ST lactide dichlorophosphate propanediol biocompatible polyester prepn; IUdR 
radiosensitizer controlled release compn neoplasm treatment; 
electromagnetic radiation neoplasm treatment 
IT Polyesters, biological studies 

RL: IMF (Industrial manufacture); PEP (Physical, engineering or chemical 
process); PYP (Physical process); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); PROC (Process); USES (Uses) 

(P-contg.; prepns. of biocompatible polyester compns. useful for 
radiosensitizers controlled-release for neoplasm treatment) 
IT Medical goods 

(biodegradable; prepns. of biocompatible polyester compns. useful for 
radiosensitizers controlled-release for neoplasm treatment) 
IT Polymers, biological studies 

RL: IMF (Industrial manufacture); PEP (Physical, engineering or chemical 
process); PYP (Physical process); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); PROC (Process); USES (Uses) 

(biodegradable; prepns. of biocompatible polyester compns. useful for 
radiosensitizers controlled-release for neoplasm treatment) 
IT Drug delivery systems 

(controlled-release; prepns. of biocompatible polyester compns. useful 
for radiosensitizers controlled-release for neoplasm 
treatment) 
IT Biodegradable materials 

(medical; prepns. of biocompatible polyester compns. useful for 
radiosensitizers controlled-release for. neoplasm treatment) 
IT Drug delivery systems 

(microspheres; prepns. of biocompatible polyester compns. useful for 
radiosensitizers controlled-release for neoplasm treatment) 
IT Antitumor agents 

Radiosensi ti zers , bi ol ogi cal 
(prepns. of biocompatible polyester compns. useful for 
radiosensitizers controlled-release for neoplasm treatment) 
IT 263352-40-5P 284667-34-1P 299188-10-6P 
391277-29-5P 391277-30-8P 391277-31-9P 
412955-93-2P 412955-94-3P 412955-96-5P 

RL: IMF (Industrial manufacture); PEP (Physical, engineering or chemical 
process); PYP (Physical process); THU (Therapeutic use); BIOL (Biological 
study); PREP (Preparation); PROC (Process); USES (Uses) 
(prepns. of biocompatible polyester compns. useful for 
radiosensitizers controlled-release for neoplasm treatment) 
IT 54-42-2, IUdR 

RL: PEP (Physical, engineering or chemical process); PRP (Properties); PYP 
(Physical process); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 
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(radiosensitizer ; prepns. of biocompatible polyester compns. 
useful for radiosensitizers control led-release for neoplasm 
treatment) 
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